eMethods. Materials and Methods

Leprosy Management Information System in China (LEPMIS)
We obtained the epidemiological data of DHS from LEPMIS, which was initiated and implemented by National Center for STD and Leprosy Control and designed for demographic and clinical data collection of leprosy. According to the national regulations for infectious disease prevention, newly diagnosed leprosy patients should be reported to National Center via this system within 24 hours and all the data regarding the demographic, clinical manifestations, treatment and adverse events are recorded.
The Establishment of Immunological tests
We established immunological tests, including epicutaneous patch test and lymphocyte transformation test (LTT), for DHS diagnosis using ten DHS patients and three healthy controls. All ten DHS subjects were leprosy patients, who received daspone as part of MDT, and the DHS was diagnosed on the basis of the criteria proposed by Richardus and Smith.
1 eTable 1 listed the demographic and clinical characteristics and the results of immunological tests of the 13 subjects.
Epicutaneous Patch Test
Epicutaneous patch test was performed on DHS patients after two months of complete resolution of symptoms. Dapsone was dissolved in polyethylene glycol 200 (PEG200) and 10% DMSO at a concentration of 0% (as a negative control), 0.1%, 0.5%, 1%, 5%, 10%, 15%, 20%, 25% using Inert Quadrate (IQ) Chambers (IQ Ultra, chemotechnique) on the upper backs of patients and controls.
The reading was performed on 48 h, 72 h or day seven (in case of a late reaction) after 48 h of the removal of the Patch Test Chambers based on the guidelines for performing skin tests with drugs. 2 The results of patch testing were recorded with cameras and evaluated by a dermatologist. Skin reactions were scored as negative to +++. Six out of ten DHS patients showed the 48 h patch test positive with a sensitivity of 60%. The 48 h, 72 h and day seven patch test reading were all negative on three controls (eTable 1). eFigure 2A showed the patch test result of one DHS patient.
Lymphocyte Transformation Test (LTT)
The peripheral blood mononuclear cells (PBMCs) were isolated from 25 ml blood using Ficoll gradient separation within 4 hours after their collection and cryopreserved using Cryostar test was used to analyze differences between two groups and a bonferroni correction P-value < 0.00625 (0.05/8) was considered statistically significant. All analyses were performed using R v3.0.3 software. eFigure 2B showed the LTT result of one DHS patient. The specific drug-related circulating lymphocytes of eight among ten DHS patients significantly proliferated in vitro restimulation with dapsone with a sensitivity of 80% (eTable 1).
The Application of Immunological Tests on Three Suspected DHS Patients
The combined sensitivity of patch test and LTT was 100% (eTable 1). We carried out the epicutaneous patch test and LTT on those three suspected patients. Both of them showed negative results. Then with written consent, the patients resumed dapsone under intense supervision without Note: Data was provided by National Center for STD and Leprosy Control *the mean incidence and mortality rate
